Health-related quality of life (HRQoL) is a multidimen-
Introduction
Th is selective review focuses on the use of patientreported outcomes in major mental disorders, including schizophrenia, bipolar disorder, major depressive disorder, and generalized anxiety disorder. In psychiatry, key outcomes of interest include patient symptoms, functional status, and medication side effects. Traditionally, these outcomes have been estimated by health care providers (including psychiatrists, psychologists, and case workers) or by family members or other proxies, and not the patient directly.
Treatment effects upon the presence or severity of symptoms can only be truly known by the patient, for example the presence of auditory or visual hallucinations or paranoid ideation. [1] [2] [3] The majority of psychiatric symptoms are not overtly visible, so the best reporter of them should ideally be the patient. A prevailing perspective is that psychiatric patients are not reliable symptom reporters. However, psychiatric patients are indeed able
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to report on symptoms that are not readily apparent to even the most skilled observers. Patients are also able to report on and evaluate the personal meaningfulness of treatment effects, such as how a medication makes them feel. Psychiatric therapies often reduce psychotic or mood symptoms but may induce other symptoms such as lethargy or fatigue, best reported by the patient. Although there are issues with psychiatric patients as reporters, the use of psychiatric patients to self-report does reduce any issues of inter-rater reliability that might occur if observer raters change between visits. 1 In many respects, the trend toward increasing use of patient self-reports in psychiatry parallels changes in the approach to psychiatric treatments themselves, beginning with deinstitutionalization occurring in the United States in the 1960s and 1970s and moving into increased patient autonomy.
There have been efforts to estimate the quality of life of people receiving treatment for psychiatric disorders, by using expert clinical raters. For example, the Quality of Life Scale (QLS) has been used widely in clinical trials in schizophrenia. [4] [5] [6] [7] [8] The QLS was developed to assess the deficit syndrome in patients with schizophrenia. 9 The QLS includes items covering work and occupational behavior, commonplace activities and objects, interpersonal relationships, and emotional and psychological functioning (ie, anhedonia, motivation, sense of purpose). The QLS is administered by a trained clinician as part of a semistructured interview. With proper training, inter-rater reliability has been excellent (0.84-0.97) and test-retest reliability has been more variable (range=0.50-0.90). However, by design, this approach fails to capture the direct reporting of patient experience.
During the last three decades there has been increasing attention in psychiatry given to measurement approaches that include the patient perspective. 2, 3, 10 With the onset of deinstitutionalization in the 1960s, more attention began to be paid to psychiatric patients' personal perspective of their lives, especially as more community-based treatment programs were implemented. Community treatment programs frequently do much more than deliver medications and/or psychotherapy. These programs focus on maintaining the patient in the community and address many basic needs such as a stable residence, ability to interact with others, personal and job skills, and a steady income. Along with this new approach to treatment came a need for novel approaches to evaluation that moved beyond clinician assessment of symptoms. Many of the newer approaches to evaluation have fallen under the concept broadly known as health-related quality of life (HRQoL).
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Definition of HRQoL
Health-related quality of life (HRQoL) is a fairly broad, multidimensional concept that includes symptoms of disease or health condition, treatment side effects, and functional status across physical, social, and mental health life domains. In addition to its multidimensional nature, a core component of the definition is the emphasis on the subjective, patient perspective as paramount. HRQoL outcomes are currently a large subset of an even broader set of outcomes that have come to be referred to as patient-reported outcome (PRO) measures. PROs are defined as any report of the status of a patient's health condition or other clinical outcome that comes directly from the patient without interpretation from a clinician or anyone else.
11 HRQoL measures provide a useful adjunct in psychiatry as a method of assessing patient's perceptions of symptoms, treatment side effects, and other dimensions such as physical, social, and mental functioning and well-being. Patients are typically considered the most valid reporters of their own symptoms, although as discussed below, the reliability of the psychiatric patient as a respondent can be a concern.
Definitions of HRQoL used in psychiatry
HRQoL measures represent a common type of PRO used in psychiatric research. 2, 3 There are numerous approaches to conceptualizing and measuring HRQoL in psychiatry. HRQoL measures used in psychiatry differ somewhat from traditional measures used in physical illnesses. In its broadest sense, HRQoL is a multi-dimensional construct defined as the subjective assessment of the impact of disease and treatment on domains of physical, psychological, and social functioning. As with approaches used in evaluating HRQoL in physical illness, models of HRQoL in psychiatry may include physical, psychological, and social functioning. However, they also often add occupational function, living situation, degree of independence, life satisfaction, treatment adherence, and treatment tolerability. Some psychiatric HRQoL developers adhere to the formal definition of HRQoL, including its subjectivity; for example the Quality of Life Enjoyment and Satisfaction Questionnaire (Q-LES-Q) 12 was developed to measure the degree of enjoyment and satisfaction experienced by patients in various areas of daily function. In contrast, the Lehman Quality of Life Interview 13 includes both "objective" and "subjective" sections for each dimension, although the reporter remains the respondent. Awad and Vorungati 2 recommend that the more objective dimensions of psychiatric HRQoL measures be considered more of a quality of living construct.
Along with variable definitions of HRQoL in psychiatry, there is a also a lack of conceptual models often resulting in overlap across measures purporting to measure different constructs. 2, 3 In Awad and Vorunganti's 2 article focusing on quality of life in patients with schizophrenia, they note that there are many competing conceptual frameworks of HRQoL, but very few instruments developed on the basis of those conceptual frameworks.
Considerations when using HRQoL measures in psychiatry
Several issues are associated with the assessment of HRQoL in patients with psychiatric disorders, including: (i) reliability of the respondent; (ii) conceptual models guiding instrument development; (iii) impact of psychotic, mood, and cognitive symptoms on life satisfaction and global HRQoL; and (iv) modern measurement theory and instrument development.
Reliability of the respondent
One of the major issues in psychiatry is the reliability (or credibility) of the respondent. Some researchers have questioned the ability of patients to accurately report on their subjective HRQoL and life satisfaction.
14 Severe mental illness is associated with psychotic, cognitive, and mood features which may impact patient reporting. Critics counter that patients with schizophrenia and other severe mental disorders are unable to provide valid and reliable subjective assessments of their HRQoL. 14 However, research suggests that patients can provide reliable and valid self-reports of their psychological well-being and health status. 6, [15] [16] [17] [18] [19] Global HRQoL and self-evaluation of functioning is correlated with more granular symptoms of the patients' condition, demonstrating that more impaired quality of life is associated with higher levels of symptom severity. 
Conceptual models guiding instrument development
As pointed out by Awad and Voruganti 2 in their review on assessing HRQoL in schizophrenia, there is a paucity of conceptual models and instruments developed based on these conceptual models. More research is needed on theoretical and conceptual models of HRQoL in psychiatric disorders. In addition, conceptual models need to be developed to provide the content map for developing HRQoL instruments for use in psychiatry. Without such models, instruments will continue to be developed based on whatever perspective the developer takes. This practice has resulted in a number of measures labeled as measuring HRQoL but covering sometimes very different concepts.
Impact of psychotic, mood, and cognitive symptoms on HRQoL
Several studies, across different psychiatric disorders, have found that greater severity of psychopathologic symptoms are associated with more impaired HRQoL. 12, [21] [22] [23] [24] [25] [26] [27] [28] [29] [30] However, Priebe and colleagues, 31 based on a pooled analysis of 16 studies, showed that symptom severity was less strongly correlated with global HRQoL in schizophrenia than in other psychiatric disorders. Similarly, in a study examining the relationship between changes in psychopathologic symptoms and more general HRQoL, Priebe and colleagues 32 found an explained variance on only 5.5%.
There are concerns that cognitive deficits may impact the reliability of patient-reported HRQoL. However, the evidence to date on this relationship is inconsistent. Several studies have found that improved cognitive performance was associated with more impaired HRQoL. 22, [33] [34] [35] [36] [37] Other studies have found relationships between deficits in executive functioning, attention, motor skills, and memory with impaired HRQoL. 38, 39 A more recent study evaluated bias in self-report item reports of cognitive and psychiatric symptoms. 19 The researchers found no evidence for bias related to level of cognitive function for any item, but did find evidence of bias for symptom severity. However, the conclusions from the study were that any response bias attributed to psychiatric symptoms or cognitive function, if present, was small and not likely to be clinically important.
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Modern measurement theory and instrument development
Over the past 20 years, the application of modern measurement theory (ie, item response theory) has revolutionized the development of PRO measures. A recent and good example of the use of item response theory analyses in the development and evaluation of PRO measures is the NIH sponsored Patient-Reported Outcome Measurement Information System (PROM-IS). 40, 41 Few of the HRQoL measures or symptom measures used in psychiatric research were developed or evaluated using the methods of modern measurement theory. 42, 43 These methods can be used to develop item banks, brief short-form scales, and accommodate computerized adaptive testing for HRQoL and other psychiatric instruments. The modern measurement theory approaches may handle some of the disadvantages of the existing HRQoL measures, such as floor and ceiling effects, incomplete coverage of the range of measurement concepts, and adaptivity to a range of levels in psychiatric severity. 2 The item response theory methods also provide a comment metric for measurement of various concepts, such as psychotic symptoms, depression, anxiety, anger, social participation, and fatigue.
Examples of PROs used in psychiatry
In this section we review a number of different self-report measures of different aspects of HRQoL in psychiatry. The instruments have been selected based on their use with different psychiatric conditions, as well as having differing conceptual frameworks. This is not meant to be a systematic or exhaustive review of instruments available for use in psychiatry. It is intended to be a selective review illustrating some useful options to consider.
Quality of Life Interview
The Quality of Life Interview (QOLI) was developed in the late 1980s in response to the need for evaluation tools for use in community outpatient treatment for the seriously mentally ill. 13 The QOLI is based on a conceptual model that incorporates personal characteristics and objective and subjective quality of life indicators all leading to a sense of global well-being. Questions are asked first about objective HRQoL, and then, using a 7-point Likert-type scale, subjective HRQoL. There are eight core domains: living situation, daily activities and functioning, family relations, social relations, finances, work and school, legal and safety issues, and health. 10 The QOLI has demonstrated good reliability and validity 10 and consists of the original long form and a short form.
Quality of Life Enjoyment and Satisfaction Questionnaire
The Quality of Life Enjoyment and Satisfaction Questionnaire (Q-LES-Q), in both the long and short form (Q-LES-Q-SF), is a widely used instrument for measuring HRQoL and satisfaction. Originally developed for use in clinical trials and among trial participants with a wide variety of mental and medical diseases or disorders. 12 The Q-LES-Q was developed to measure the degree of enjoyment and satisfaction experienced by respondents in daily life. It includes items assessing physical health, subjective feelings, work, household duties, school/coursework, leisure time activities, social relationships and general activities. A short form is available. Summary scores demonstrate good psychometric properties. 12 The Q-LES-Q has demonstrated good internal consistency reliability, stability (reproducibility), and validity in patients with schizophrenia, bipolar disorder, depression, generalized anxiety disorder, and post-traumatic stress disorder studies. 12, 27, 28, [44] [45] [46] [47] [48] The Q-LES-Q is an HRQoL measure that has the potential to extend and complement clinical efficacy end points. Since the development of the Q-LES-Q, this measure has been incorporated into multiple clinical trials across a range of psychiatric disorders.
Generic patient-reported outcome measures
For the past 20 years, generic measures of health status, functioning and HRQoL have been incorporated into clinical trials and epidemiologic studies. The most frequently used generic measure of functioning and well-being is the Short-Form 36 Health Survey (SF-36). The SF-36 was developed for the Medical Outcomes Study. [49] [50] [51] The SF-36 includes eight domain scores, include physical function, bodily pain, role limitationsphysical, vitality, social function, general health perceptions, role limitations-emotional, and mental health. Two component scores are generated, the Physical Component Summary and the Mental Component Summary.
For version 2 of the SF-36, domain and summary scores are transformed to a normative scale with a mean of 50 and standard deviation (SD) of 10, with higher scores indicating better physical function or well-being. 51 
Patient-Reported Outcome Measurement Information System (PROMIS)
Ten years ago, the National Institutes of Health sponsored a large, interdisciplinary instrument development and evaluation project measure important health domains and that can be applied across diseases. The PROMIS project developed multiple item banks to assess physical, mental, and social functioning and wellbeing. 40 ,41 PROMIS provides item banks that offer PRO measurement that is more efficient (minimizes item number without compromising reliability) flexible (enables optional use of interchangeable items), and precise (minimal error in the score estimation) measurement than existing PRO measures (www.nihpromis. org). The domain framework for PROMIS includes Physical Health, including physical function, fatigue, pain intensity, interference, behavior and quality, sleep function, and sexual function. Mental Health includes depression, anxiety, anger, positive psychological function, and cognitive function, and Social Health includes satisfaction with participation in social roles, satisfaction with social roles and activities, ability to participate in social roles and activities, social support, social isolation, and companionship. For each domain a multi-item bank was developed which can be used to generate a wide range of fixed short-form scales, or for computerized adaptive testing (CAT). In a CAT, items are selected using a dynamic measurement process which tailors the scale to the individual respondent, thus allowing for more efficient and precise individual assessment. PRO-MIS measures have been included in studies in major depressive disorder, 52 and have been adopted by the American Psychiatric Association as measures of crosscutting function for DSM-5. PROMIS measures should be considered for future research in psychiatry.
Neuro-QoL (Quality of Life in Neurological Disorders)
Another recently developed measurement system which may have applicability for psychiatric research is Neuro-QoL. 53, 54 Like PROMIS, Neuro-QoL is a dy-
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namic, flexible, and psychometrically-sound HRQoL measurement system applicable for use with a broad range of neurological disorders (www.neuroqol.org). Neuro-QoL is generic across selected conditions to allow for cross-condition comparison, and yet the system was designed to be flexible enough to capture condition-specific HRQoL issues for use in neurology clinical trials and clinical practice. Neuro-QoL consists of thirteen adult and eight pediatric item banks and four cali- Relations -Interaction with Peers, Social RelationsInteraction with Adults) that are relevant to common neurological conditions. Short-form scales and CATs can be derived from the different item banks. Also like PROMIS, Neuro-QoL scores are expressed on a T distribution, standardized to a mean of 50 and standard deviation (SD) of 10 points. The Neuro-QoL short forms were validated in five major neurological adult conditions (stroke, Parkinson's disease, multiple sclerosis, adult epilepsy, amyotrophic lateral sclerosis) and two pediatric conditions (pediatric epilepsy and muscular dystrophy). 53, 54 Clearly, many of these domains may be relevant for various psychiatric disorders, including schizophrenia, bipolar disorder, major depressive disorder, and anxiety disorders.
Summary and discussion
A large number of patient-reported outcome measures have been used to evaluate HRQoL and other outcomes in patients with psychiatric disorders. In general, the same challenges in health outcome assessment for individuals with chronic medical illness are also seen for those with psychiatric disorders. The only real difference relates to cognitive impairment and psychopathology in patients with severe psychiatric disorders, however, research to date has indicated that the majority of patients with schizophrenia and bipolar disorder can accurately report on their HRQoL. Note that there are similar problems associated with self-reporting among patients with dementia and Alzheimer's disease.
Several issues are apparent based on reviews of research in HRQoL instruments in psychiatric disorders. First, although there are a number of instruments developed to assess outcomes in psychiatry, most of these measures have little theoretical or conceptual basis. This has resulted in overlapping and disparate concepts included in different instruments developed to assess HRQoL. Researchers need to closely examine the content of these HRQoL instruments as may have little conceptual overlap, and may measure different outcomes. Further work is needed to develop theoretical models of relevant outcomes for psychiatric disorders. Some of these outcomes may overlap with existing conceptual frameworks, for example, PROMIS. 40, 41 Concepts, such as psychosis, mania, and negative symptoms, stigma, etc. may be more salient in psychiatric disorders relative to medical conditions. Other reviewers have noted the absence of a conceptual basis for many HRQoL measures developed for use in psychiatry. 2, 3 Future research needs to focus on developing this conception and theoretical basis as a foundation for developing new HRQoL assessments.
Given the increased focus on comparative effectiveness research, 55 we can expect greater utilization of HRQoL instruments in clinical practice and institutional settings. To date, there has been little application of the existing HRQoL measures in clinical settings, with most applications in clinical research. Reasons for the lack of clinical applications may relate to the length of existing HRQoL instruments, and to the absence of clear guidance as to useful severity thresholds or guidelines for clinical action. Attention needs to be focused on developing practical solutions to these barriers. Developing item banks, and short-form scales and computerized adaptive tests based on these item banks may be one way forward, by shortening length and enabling selection of clinical treatment targets to be assessed. Collecting HRQoL data alone is insufficient. There must also be systems developed to disseminate the relevant information on outcomes to clinicians caring for the patients. Future research is needed on developing practical and clearly interpretable systems of outcomes assessment for practice setting.
In conclusion, PRO and HRQoL assessments are important for understanding the broad impact psy-chiatric disorders have on patient's lives. Given the association between the adverse effects of some treatments on weight gain, hyperlipidemia, and the metabolic syndrome, it is important to assess both physical functioning and well-being and psychiatric symptoms and psychological well-being. Comprehensive, yet brief PRO assessments are needed for the evaluation of treatments and community-based interventions that get at the range of impacts on HRQoL in psychiatric disorders. In the end, psychiatric HRQoL instruments, and their conceptual underpinnings, are not all that different from HRQoL instruments used in physical illnesses. Given recent efforts to encompass a wide range of physical and psychiatric illnesses into broad HRQoL frameworks such as those of PROMIS and Neuro-QoL, these could be quite promising avenues for promoting further development of HRQoL assessment in research and clinical practice. Applying modern item response theory methods of test construction and validation can help advance the development and meaningful use of comprehensive HRQoL measures. Once developed, these assessments can be applied in research, clinical, and community settings to enable patients and their families, clinicians, and health policymakers to determine which interventions work best at maintain and improving the HRQoL of patients with psychiatric disorders. HRQoL instruments, wisely applied, can be cornerstones of comparative effectiveness research, patient-centered outcomes research, and patient care itself. o 133 Una historia de los resultados de la calidad de vida relacionada con la salud en psiquiatría 
